It will be interesting to learn more about how replication defects lead to chromosome aberrations that are not IR associated, the roles for DNA replication and repair genes that have human homologs such as RAD54, RAD51, and the MRE11, although reductions in DNA polymerase δ appeared to have little effect on the IRassociated fragility. Surprisingly, overexpression of DNA polymerase α also increased Chr III associated changes, possibly by titrating out other replication components. This is reminiscent of decreased mismatch repair when the Msh3 component of the mismatch repair complex is overexpressed (Drummond et al., 1997). The results obtained with changes in expression implicate a finely tuned balance of at least some DNA metabolic proteins in genome stability. Possibly, cell-to-cell variation of these proteins or agents that lead to even modest changes in replication may be potential sources of chromosome aberrations, especially in the presence of ARMs of potential destruction.
